Supporting Statement

Reporting Requirenments
Regul ati ons Requiring Manufacturers to Assess the Safety and
Ef fecti veness of New Drugs and Bi ol ogi cal Products
in Pediatric Patients

A. Justification

1. G rcunstances Necessitating Information Collection

The Food and Drug Adm nistration (FDA) is requiring pediatric
studi es of certain new drugs and bi ol ogi cal products to ensure
that those products that are likely to be commonly used in
children or that represent a neaningful therapeutic benefit over
existing treatnents contain adequate pediatric |abeling for the
approved indications at the tine of, or soon after, approval.

Many new drugs and bi ol ogi cal products represent treatnents that
are the best available treatnment for children, but nost of them
have not been adequately tested in the pediatric population. As
a result, product labeling frequently fails to provide directions
for safe and effective use in pediatric patients. This rule is
intended to increase the nunber of new drugs and bi ol ogi cal
products, with clinically significant use in children, that carry
adequate | abeling for use in that subpopul ation.

The circunmstances that the rule and infornmation collection are
intended to address are: (1) Avoi dable adverse drug reactions in
children -- drug reactions that occur because of the use of

i nadvertent drug overdoses or other drug adm nistration problens
that coul d have been avoided with better information on
appropriate pediatric use; and (2) undertreatnent of children
wth a potentially safe and effective drug because the physician
ei ther prescribed an i nadequate dosage or regi nen, prescribed a
| ess effective drug, or did not prescribe a drug, due to the
physi ci an's uncertai nty about whether the drug or the dose was
safe and effective in children.

OVB approval is requested for the follow ng reporting
requi renents:

21 CFR 201. 23 Application holders may be required
to submt a suppl enent containing
data adequate to assess whet her the
drug product is safe and effective
in pediatric popul ations.
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81(b) (2) (i)

Sponsors shoul d submt background
informati on on the sponsor's plan
for Phase 3, including plans for
pedi atric studies, including a tine
line for protocol finalization,
enrol Il ment, conpletion, and data
anal ysis, or information to support
any planned request for waiver or
deferral of pediatric studies.

Sponsors should submt to FDA
informati on on the status of needed
or ongoi ng pediatric studies.

Applicants nmust submt a pediatric
use section, describing any

i nvestigations of the drug for use
in pediatric popul ations.

Appl i cations nmust contain data that
are adequate to assess the safety
and effectiveness of the drug
product for the clainmed indications
in pediatric subpopulations, and to
support dosing and adm ni stration

i nformati on.

Applicants may request a deferred
subm ssion of sone or al
assessnents of safety and

ef fectiveness required under (a).

Applicants may request a full or
partial waiver of the requirenents
under (a).

Appl i cant's annual report mnust
include a brief sunmary of whet her
| abel i ng suppl enents for pediatric
use have been submtted and whet her
new studies in the pediatric
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popul ati on have been initiated.

Applicant's annual report nust

i ncl ude an anal ysis of avail able
safety and efficacy data in the
pedi atric popul ati on and changes
proposed in the | abeling based on
this information.

Applicant's annual report nust

i ncl ude a statenment whet her

post marketing clinical studies in
pedi atric popul ati ons were required
or agreed to, and if so, the status
of these studies.

Appl i cations for new bi ol ogi cal
products must contain data that are
adequate to assess the safety and
ef fecti veness of the biol ogical
product for the clainmed indications
in pediatric subpopulations, and to
support dosing and adm ni stration

i nformati on.

Applicants may request a deferred
subm ssion of sone or al
assessnments of safety and

ef fectiveness required under (a).

Applicants may request a full or
partial waiver of the requirenents
under (a).

Sponsors nust submt to FDA a brief
summary stating
whet her | abeling
suppl enents for
pedi atric use have
been submtted and
whet her new studi es
in the pediatric
popul ation to



support appropriate
| abeling for the

pedi atric popul ati on
have been initiated.

21 CFR 601. 37(b) Sponsors must submt to FDA an
anal ysis of available safety and
efficacy data in the pediatric
popul ati on and changes proposed in
the | abeling based on this
i nformati on.

21 CFR 601. 37(c) Sponsors must submt to FDA a
statenent on the current status of
any postmarketing studies in the
pedi atric popul ati on perforned by,
on or behalf of, the applicant.

2. How, By Wwiom and for \Wat Purpose

FDA is requiring pediatric studies of certain new drugs and

bi ol ogi cal products to ensure that those products that are likely
to be commonly used in children or that represent a neani ngful

t herapeutic benefit over existing treatnments contai n adequate
pedi atric |abeling for the approved indications at the tinme of,

or soon after, approval.

The final rule includes the followi ng reporting requirenents:

(1) Reports on planned pediatric studies in INDs; (2) Reports for
end- of - phase 1 and end-of - phase 2 neetings and reports for pre-
NDA neetings; (3) Summaries of data on pediatric safety and

ef fectiveness in NDAs; (4) Reports assessing the safety and

ef fecti veness of certain drugs and bi ol ogi cal products for

pedi atric use in NDAs and BLAs or in supplenental applications;
(5) Requests seeking deferral of required pediatric studies; (6)
Request s seeking waiver of required pediatric studies; (7)

Post marketing reports of analyses of data on pediatric safety and
ef fectiveness; (8) Postmarketing reports on patient exposure to
certain marketed drug products; (9) Postmarketing reports on

| abeling changes initiated in response to new pedi atric data; and
(10) Postmarketing reports on the status of required postapproval
studies in pediatric patients.

The purpose of these reporting requirenents is to address the
| ack of adequate pediatric |abeling of drugs and bi ol ogi cal



products by requiring the subm ssion of evidence on pediatric
safety and effectiveness for products with clinically significant
use in children

3. Considerations of Information Technol ogy

Reports required under this final rule are for drugs that
are the subjects of planned, pending, or approved marketing
applications. The followng is a sunmary of FDA's efforts to
receive electronically marketing applications and rel ated
subm ssi ons.

In the md-1980's, FDA began working wth pharmaceuti cal
sponsors to devel op Conput er-Assi sted New Drug Applications
(CANDA). CANDAs were designed to provide information (text,
data, inmage) electronically to facilitate the revi ew of
applications. These efforts yielded val uable information but
were limted because for each new drug review di vision sponsors
tended to devel op different hardware and software approaches. A
reviewer mght be confronted with an array of hardware, software,
and review tools to conduct a review that differed between
sponsors and applications. Al so, CANDAs were never approved as a
substitute for the archival copy, so firns were still required to
submt copi es.

One solution to limtations of CANDAsS was an approach
whereby staff responsible for a particular review discipline (eg,
chem stry, clinical) worked directly with pharnaceuti cal sponsors
to devel op a consistent approach that woul d be applicable to al
sponsors and to all review divisions. Focus on this approach has
evol ved into the Electronic Regul atory Subm ssion and Revi ew
(ERSR) Program This new initiative is intended to ensure both
the electronic availability of information and the neans to
mani pul ate this information electronically to yield a review.

ERSR has been made possi bl e by other devel opnents. The
har noni zati on of FDA Form 356h has ensured that NDAs, ANDAs, and
Bi ol ogi cal License Applications would contain conparable
information in the sanme sections of the subm ssion. The
pronul gation of the "Electronic Records; Electronic Signatures”
final rule allowed FDA to accept electronic subm ssions w thout
an acconpanyi ng paper archival copy because el ectronic records
are equivalent to paper records and el ectronic signatures are
equi valent to hand-witten signatures provided the requirenents
of 21 CFR Part 11 are nmet and the docunent has been identified in
t he agency's public docket as being acceptable for filing. The
Qui dance for Industry on "Archiving Subm ssions in Electronic
Format - NDAs" provides for the recei pt and archival of
el ectronic report forns and tabul ati ons. Anot her CGui dance for
| ndustry entitled "Providing Regul atory Subm ssions in Electronic



Format - NDAs" is currently under devel opnment.

ERSR is made up of a variety of projects that are in
different stages of devel opnent and i nplenentation. These
projects are categorized into 3 areas: First, "Electronic
Subm ssions” includes standards-rel ated projects to define the
format and content of regulatory subm ssions; witten gui dance
for industry to follow in preparing electronic subm ssions; an
El ectroni ¢ Docunent Room project to accommopdate the receipt,
archive, and storage of electronic transm ssions; an Electronic
Gateway project to provide an agency-level central point for
recei pt of secure electronic transm ssions and routing to the
Centers; and scientific databases that include structured
dat abases, reference guides, and anal ytical tools used by
reviewers. Second, "Corporate Databases, Docunentbases and
Applications” includes projects under the El ectronic Docunent
Managenment System and t he Managenent Information System Third,
other electronic initiatives including technical infrastructure,
techni cal support, and training.

ERSR wi | | inpact the underlying business processes rel ated
to regul atory subm ssions and reviews. Docunent roons W ||
handl e el ectronic nedia rather than paper copies. Reviewers wl|
revi ew subm ssions online and generate their review docunents
online. Reviewers will conduct data analysis using structured
dat abases, which conbine data extracted fromthe subm ssion under
review as well as historical data fromearlier subm ssions.

I ndustry sponsors and manufacturers will experience reduced paper
costs and manpower to conpil e paper subm ssions and better access
to application status information through electronic nmail.

4. ldentification of Duplication

The reporting required as a result of this rule is not currently
requi red by FDA and woul d not duplicate any other information
collection. This reporting is the only practical neans avail abl e
to FDA to ensure that new drugs and biol ogi cal products with
clinically significant use in children carry adequate | abeling
for use in that subpopul ation.

5. Snmuall|l Busi nesses

As explained in the "Analysis of Inpacts" section of the final
rul e, FDA has concluded that the rule does not have a significant
econom c i npact on a substantial nunber of small entities.

6. Consequences of Less Frequent Information Collection




FDA woul d be unable to ensure that new drugs and bi ol ogi cal
products with clinically significant use in children carry
adequate | abeling for use in that subpopul ation.

7. | nconsi stencies with 5 CFR 1320. 60

Data collection for applications is consistent with all the
requi renents of section 1320. 6.

8. Consultations with Qutside Sources

In the Federal Register of October 16, 1992, FDA proposed to
revise the "Pediatric Use" subsection of the prescription drug

| abeling regulations to allow a broader basis for the inclusion
of information about use of a drug in the pediatric popul ation.
The proposal, which was finalized in the Federal Register of
Decenber 13, 1994, allowed pediatric clainms based not only on
adequate and well-controlled studies in the pediatric popul ation
but al so, in sonme cases, on such trials in adults. The
regul ati on descri bed ot her data needed when pediatric clains are
based on trials in adults, and indicated specific |abeling

| anguage and the | ocation of various kinds of information. FDA
i ssued this rul emaki ng because nost prescription drugs |ack
adequate information about their use in pediatric popul ations
and, thus, practitioners are reluctant to prescribe certain drugs
for pediatric patients or may prescribe theminappropriately,
choosi ng dosages that are arbitrarily based on the child s age,
body wei ght, or body surface area w thout specific information as
to whether this is appropriate. FDA received coments on the
proposed rule from prescription drug manufacturers, prescribers,
pr of essi onal societies, organizations with special interests in
the pediatric population, and the |ay public.

FDA proposed the requirenents that are the subject of this final
rule in the Federal Register of August 15, 1997, because, as
explained in the preanble to the proposal, there had not been a
substantial increase in the nunber of drugs and bi ol ogi cal
products for which there is adequate pediatric use information.
FDA received 54 witten comments on the proposed rule from

pedi atrici ans, professional societies, parents, nenbers of the
phar maceuti cal industry, organizations devoted to specific

di seases, and patient groups. FDA also held a day-long public
heari ng on October 27, 1997, at which recogni zed experts in the
field, nmenbers of the pharmaceutical industry, and other
interested parties were given an opportunity to discuss the



i ssues raised by the proposed rule. Al of these comments, as
well as FDA's responses, are discussed in the "Coments on the
Proposed Rule" section of the final rule.

9. Paynents or gifts to Respondents

FDA has not provided and has no intention to provide any paynent
or gift to respondents under these requirenents.

10. Confidentiality of Information

Confidentiality of the information submtted under these
reporting requirenments is protected under 21 CFR 314. 430 and
601. 51.

11. Sensitive Questions

There are no questions of a sensitive nature.

12. Total Hour Burden to Respondents

Esti mat ed Annual Reporting Burden

CFR No. of Annual Tot al Hours per | Tot al
Section Respon- Frequency | Annual Response | Hours

dent s per Responses

Response

201. 23 2 1 2 48 96
312. 47(b) 27 1.2 32 16 512
(1) (iv)
312.47(b) 36 1.3 46 16 736
(2)
314. 50 213 1 213 50 10, 650
(d) (7)
314.55(a) 51 1 51 48 2,448
314. 55(b) 51 1 51 24 1, 224
314.55(c) | 176 1 176 8 1, 408




314.81 625 1 625 8 5,000
(b) (2) (i)

314. 81 625 1 625 24 15, 000
(b)(2)

(vi)(c)

314. 81 625 1 625 1.5 937.5
(b)(2)

(vii)

601. 27( a) 2 1 3 48 144
601. 27(b) 2 1 3 24 72
601. 27(c) 3 1 4 8 32
601. 37(a) 69 1 69 8 552
601. 37(b) 69 1 69 24 1, 656
601. 37(c) 69 1 69 1.5 103.5
Tot al 40, 571

13. Total Annual Cost Burden to Respondents

The cost for submtting the application sections, supplenents,
and requests required under the final rule is based on the

foll owi ng wage rates: Upper managenent at $70.00 per hour; mddle
managenment at $35.00 per hour; and clerical assistance at $23.00
per hour. Using an averaged wage rate of $50.00 per hour (based
on the percentage of tine required for each type of enpl oyee),
the total cost burden to respondents would be $1,996,650.00
(39,933 x $50).

14. Annualized Cost to FDA

FDA estimates that it would take application reviewers an average
of approximately 50 hours to review each additional application
section, supplenent, and request required under 21 CFR 201. 23,
312.47(b) (1) (iv), 312.47(b)(2), 314.50(d)(7), 314.55(a),
314.55(b), 314.55(c), and 601.27(a), (b), and (c), and an average
of approximately 4 hours to review each additional annual report

9



section required under 21 CFR 314.81(b)(2)(i), (b)(2)(vi)(c), and
(b)(2)(vii), and 21 CFR 601.37(a), (b), and (c). Based on an
average hourly cost of $55.00 per hour for this |level of reviewer
(i ncludi ng overhead expenses and support), the total cost to FDA
woul d be $2,086,040.00 (592 subnissions x 50 hours x $55 =

$1, 628, 000. 00; 2082 subm ssions x 4 hours x $55 = $458, 040. 00).

15. Publication of Information Collection Results

FDA does not intend to publish tabulated results of the
information collection requirenents that would be inposed by
t hese regul ati ons.

17. Display of OVB Approval Date

There are no forns associated with this collection.

18. Exceptions to the Certification Statenent - Item 19

There are no exceptions to the "Certification for Paperwork
Reducti on Act Subm ssions" for this rule. This rule conplies
with 5 CFR 1320. 9.

18. Exception to the Certification Statement - ltem 19

There are no exceptions to the certification statement identified in Item 19, “ Certification for
Paperwork Reduction Act Submission,” of OMB Form 83-1.
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